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10 WM&m 

X>FizU> (ET) «^^»ifljit^«©^i:?f^e»#il$n, 

(Nature) , 332 4 1 1-4 151, 1 9 8 8¥) o 
X>FirU >\Z.\%'M&< h% 3O0T-Y A (ET-1, ET-2, ET 

15 -3) #^ffiU X>HtU>0g§fttLT2'30S§#:ETA (jfil^Wte 

££jmtfr«fc9&SnTV>)fc:#S; Nelson^ (Nature Medici 
ne Hi, 944-949, 1 9 9 5^) fccfcD, #3fc#£feOfu5£Mjg 
25 #©lftL4 f ?ji^^«^^<, SfeM5i^«*^*3^T^^«$n, Ch 

i a o £> (Br. J. Cancer |83t 3 6 0 - 3 6 5> 2 0 0 0^) 
\z £ t) mmBM S*©X > F iz U >fc J; t> Bfc#*fflfl&<Z)#|lffflj&*jg £ £ 21 <*: , * Tzm 
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-5 &^£T«£#:|*lcDX> Fir U >^tt$t^Tifflt5fc», x> Hir 

ft 5tl5l> Ht U >g§#:«An?i&5 21 Gohj 15 (J. Urol 

ogy, ^16 5t, 1033-1036, 2 0 0 1^) fc«fc O^Sn&o 
x> F-feU >©^Ba*, x> F-feU >#MHT3l£jeE£ns^©te*»J 

L-TEP-A- 5 5 2 4 8 9, EP-A- 5 2 8 3 1 2, EP-A-4 9 9 2 6 
6, WO91/1 3 0 8 9, EP-A-4 3 6 1 8 9, EP-A-4 5 7 1 9 5, 
EP-A- 510526, WO 9 2/1 2 9 9 1, #H^4-2 8 8 0 9 9, W 
m^4-2 44 0 9 7, #H¥4-2 6 1 1 9 8, EP-A-4 9 6 4 5 2, E 
P-A- 5 2 6 7 0 8, EP-A- 5 2 6 6 4 2, EP-A- 5 1 0 5 2 6, E 
P-A-4 6 0 6 7 9, WO 9 2/2 0 7 0 6, EP-A- 6 2 6 1 7 4, EP 
-A- 6 5 5 4 6 3, EP-A- 7 1 4 9 0 9, #M¥7 - 17316 

Sfc, x>HirU>^f*^f^^r§f^t,©M3iJJM^cDM«, * 
Fftte^fc^Vvr^HI 2001-64262, 2001-5062 
4 3 , #S 2000-517329, #S 2000-508326 ftt^CD^ 
y^F'M^^^V^TWOO 1/0 0 1 9 8 izm^nx^^, X>H-feU 
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15 (1) x>F^U>^^ffl^WT§^^^H'l4fb^X^©^b<« 

( 3 ) X> Fil U >^irif^ffl *Wra»«^^ Htt{^«^©Ig b < 
20 ^©7°p F 9 ry ^&^bT^«H^WteeB3t"«3**0««i5W ; 

(4) ^ft«^^#fe^^#a^tt«^T^§Mf2 (1) &^b (3) IHm© 

(5) mmmtim&mm'v&ztim en &^b (3) ib*^; 

(6) Sffitt»)&qyST?»SSJflB (1) &^b (3) fBSt<£>3>J ; 

25 ( 7 ) x> F-fe u >£r£ifftfl SWfSSR^^y^ Fffifc£4»#*5£ C I } 



1 — A — X — Y — B — C — E — 1 
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^rlf^y^FT&^HufB (1) &V>b (3) WBf^J; 
(8) Xi&SjS: 

G 

I 

C=0 

I 

CH 2 

— NHCHCO — 




D-TXA°^>g£, D-y7f-f>f, D-^^X^-f D-j8- (5-^ 

b^VVJV) 77->X«D-2-757-4- ( 5-^ h mmVMM ; B 

! _ 6 7 J^jHT^n^tlSi^ V^T t) i; ^ 7 x r:^^ 'J 7i- 
;i/T^— >\ i-7^x^;PT^n>, 2-±y^)V7^-y, 2-5Px-;j/y^- 

dux xif^>-2-#;^>m> h^u> ? >-2-77;^>^ i-T^y-> 

1 -75 7 >^ p^y^ >- 1 -AM>^6a:5^ 6Ifin5D-XttL- 
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«E^D4'J7>77X D-5-^^h'j7>77X D-7i^77 - >, 

7^x>SST&£ftifB (7) fBmcD^iJ ; 

(9) X^>'J7>77X L- (|3-4-7x^Jl/b° / \7^>7$ F) 7X/\°7 
=£>^ L- Cj8-4- (2-;* h + J/7x^) tf^s^> 5 >T5 F] 7XA°7^> 
L-N((5)-^a:n;i/T-fe9 : -;i/^-;Vn^>, L- (N 4 - [-f > F—)V- 3 — f 

io )vy 7*fc3\no $r)V-^>, l- (4-^>i?;v^-^-» 7°n'jx l- (n 5 -^ 
>> ? ;W ^;i/^^>x«L- osr(<5)- w>Hh3- f;w x^;w 

^>m& ; Y^L-7XA7^>1X«L-D^f5/>1S ; A^D-77/\°7^> 
m%&; B^D-2-fI-J^U'»li; C^L-D-T-», L-^az-;i/T^ 
X>X«L- h U 7°h7 7 >BS ; 2fctfEtf*D- h'j7>77 >gt*T&£MWB 

15 (7) mrnvm ; 

(1 0) X> Ft U ffl^f t§I^^7°f Fttft^ft^ 

Cyc 1 o C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-] 
C5£*> Asp(Rl)ttTXA^^>^/3-4-7xn;Ut!^7^>T^ HSSS, 

20 >^ F U ^7 A^T?*Sft^ 1 &V> I, 3 fB«©g!| ; 

(13) x> F-fc U >^f^ffl^WT^^tfXtt^©^b < ^©7°n F^ 
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ETAS**, ETBS^S) ^M^T§^itJ;D^T§'fb'&%CDViT 

^y°9- FftT&£<, EP-A-5 5 2, 4 8 9, E 

P-A-4 9 9, 2 6 6, EP-A - 5 5 2, 4 8 9, WO 91/13089, 
EP-A-4 3 6, 1 8 9, EP-A-4 5 7, 1 9 5, JP-A-2 8 8 0 9 
9/1992, EP-A-496, 452, WO 92/20706, WO 9 3/ 
13 2 18, WO 93/21219, EP-A-555, 537, J-P-A- 1 
78890/19 9 3, J P-A-2 7 9 3 9 0/1 9 9 3, WO 9 3/17 7 
01, EP-A- 5 2 8, 3 1 2, EP-A-8 1 5, 8 7 0, JP-A-24 
4 0 9 7/1 9 9 2, J P-A- 2 8 3 6 0 0/1 9 9 2, JP-A-2611 
98/1992, WO 93/101 4 4 fc^KHEftCDX^ F*fe U >MM^t 
t-^^y^F:I4{b^^^W*b<, frjfcTfc, EP-A-4 3 6, 1 8 9, 
EP-A-4 9 6, 45 2, WO9 3/1 7 7 0 1, EP-A-5 2 8, 3 1 2 

cn T^$n^^^ir^^F/&w^L,<ffl^e»n^>o mib^ cn 

tftftUBS^t" £££^\ EP-A- 5 2 8, 3 1 2 &£K:fEic£nW5. 

mmmt(Dm.s ^mmtom, #s3&^m^7$smt<ttmwmtf*>tiz>o 
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$x tfU^x tfnux x^/-;i/x=:X ^y-^75X hux^ 
/— ;vrsx ^d^^;h$x n, n' -y^xxxx^xxxr^ 

ya^E S5t, 7W>I. Xx>^ n/\xm> u>m X 
10 Mtt75yf^:©t©|!fl^MibT«> 09*.fc£r;i^xx »>XX 

x^ >m t (D&wtf &n§o 
15 tea-y^xmfc£>&£®<k5&75X®T s &«fc<, M;tfc£r^xx x;i/^x 

X 7X/\°7^X yXr^X X -tffrPS. >Wt. 

2- 75;vn>E 2-T^7T^ff>^ ^US'X kXfyX <Vn^y 
X D-fXX >>XX rtVyX^X Xt^XX XacX 

20 2-#;k^>m> tf^nu>m(tf^U^>-2-^;^>m), -OFUX2-7J 
• ;M*>&, Th7tHD-fy^yu>-3-*M>E tux xxxxx h 

U7°h7rX 5-y^h'J7 s h77X ?nXV, A'JX 7Ui > 7D^y 

x y;wtux x;ka-rx>, ter t-D^yx r-x^o-rxx x^ 

-M'J'/X 2-75 7SSE XXf-f>^ sJ^ES/X-r-f l-±7^)\> 
25 X^XX 2-t7W7-X 2-?X-J^'JyX 3-^XX;i^U ->X 

3- ^>X^XX;i/T^XX 4-E7xXl/77XX ^>^^^7iX^7 
^XX l-T^XXXDX°n/\ 0 Xl-7j;k#>M, l-75/y^D7^Xl- 

tj;m^>^ i-r$/xxn^x^xi-7j;^>^> l-x^xxxn^it 
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tS^t?>a-75;itLT{l M*fcfO-ri^;i/*feU>, O-T-fe^PX 
0-If;Wl/t->, 4-Xh^y7 t a'JX 0-^D^'>M'J>, O— > 

^n^\^->;i/7;i^^->, 4-s^n^^>;i/;f^>'7 0 nu>, o-7x\-;hzU 

>, 0-7x-MVtXX 4-7x7^y7aUX 0-^>^;HrUX O- 
^>> ? ;l/Xl/^-~>, 4-^>7M^y7°niJ>, 0-y7x"JM?M'J>> 
o-z?y xx;M?ji/7I/tx>, 4->?7^-;uy h^y7D'J >^#t#tdf e,n 



WO 03/006041 PCT/JP02/07046 

9 

5 2-7x^7°Dt:«^ 3-7x^7°n tt~)V^3r, $?7x^7t 

tf;i^3\ t e r t-y^;i/^^) , Cs-s^nm^t MX-te^ir 

io 7x^f;w i t, >^xx;i/y,^;!/^-^) ssw^wrsn*. em^ti 

s-^>^;^>xf^x s-7x-;i/7W^f^>, s-ifj^xf 

;V75 7, N-X5F-;i/75 7, N-ter t-7fJl/75yf) , C 3 _ 8 ~>^D 

7;i/^;v7 5 7 (M;lfc£N->'#n^>^;i/75 7, 'N-s^n^v^^r^ 7 
m , c 6 _ 12 7U-;v75; (MA^N-7x-;i/75y, n- 

x;W 757^) , C 7 _ 15 77W757 («^«N-^>^75 7, N- 
20 7x^W$;, N- {2-^OD^>^l/} 757, N- {3-^7DD^>7 

757> N- {4-^DD^>yJH 757, N- { 2-*f)W<>5?M 75 
7, N- {3-*<?)V<>5?M 757> N- { 4-.?WWS>5>;W 757, N- 
{2-^h^>7JW 75 7, N- {3-^b + M77;H 75 7, N- 

(4-^^7^>7jh 757^) , ^mmmmm- c 1 _ 6 7;p^;i/7 5 7 cm 

25 M2-7U;M^l/75 7, 3 -7 U ;W^75 7 , 2-fX";W^75 

7, 3-^Xx;i/7^75 7> ^>F-;V-2--<;i/7^;i/75 7, -f>F-;i/- 
3--r;P7>^;i/75 7) ;Rtffi$tlfc75FSiLT, C 1 _ 6 MI«7^;U 
75 F (Mi^M75 H, 7th75H, ^Ptf^>75F^) , C 4 _ 9 J|& 
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H^) > C 7 _ 18 7U-;P7'>;l/75H (M^^>XT^b\ 4- 
^?;K>X7^Hf) , C 8 _ 16 77;i/^7'>;i/75F («l^«7x-JP7 
•febTSF, 2-^aL-;i/-7°at°^->T^ 3-7xZJl/7°at°t>7S 5? 
7i^7th7$h\ l-^y^y-fe hT^ B\ 2-^7Wth7$F 

•9*5 F (^J^«^ > 2 ;i/7t h75 b\ -T> F-;i/-3— r;VTir 

, 7J^-;i/75 F (fl^^>^>XM^I/75 H, h;PX> 
X;i/^75 h\ 4-7< 3, 6 - h U >*;msx;pt$ 

f;P7i-;i/77=>, N-X^;l/!7xX;i/7^X>\ N(o)-^WJ7"b7 
T>> N(a)-l^hU7*h77X D^>^;V^U N-y^D 

A+yJ^'UyX N-^xX^U^X N-7xXl/O^^X N-^>>^ 
ifVi/>, N-^>>?;i/D-r->>, N(7t)-^>>?;i/hx^> ? >, n(t)-^>>? 
;i/h7fy>, N(7t)-:7x7^>;i/tX^>, N(7t)-^>> ? ;i/^>'^^t 

N s -^>if>x;p*x;i/T;i/^->, N g -/\°9 h;vx>x;^x;i/ 
t;1/^x>, n s -(4-^ 3, 6-hu^^;v^>if>x;i/3fcx;i/)r;i/ 

c^x>, N(e)-^>if>x;i/^x;uu^x n(£)-a°^ h;i/x>x;^x;i/)j 
>>x n(s)-(4-^ 3, 6-hu^^;v^>if>x;^x;i/) U^X 

N ln -^hU7°F77X N in -X^hU7°h77>> N 1 n -tfc;i/5;i/ HJ 
7°h7 7>, N in -Tir^hU7°h^T>> N( £ )-^>v;i/U> ? >> N(s)- 

(2-7ij;w?;wiji?x N(E)-(2-fx-;M^)u^x n(e)-(-<> 
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H— ;P-3— f V*?>, N( £ )-7x-J|/7t5 : JV'Jy>, N(e)- 
( {2-7U;W 7ttMV&>. N(e)-( {2-fX=JH Tt^WU^V, 
N(g)-( W>F— 7t?;0'JyX N ( £ )-^>vV;VU >>>> 

N(£)-(3-^^-;v-7°utf^-n;v) u> 5 >, N(<5)-^>^;i/^;vn^>, n 
5 ((5)-(2-7'j;WfJ0t;^fX N(5)-(2-^x-;M^;i/)^-;i/n^>, 
n ( 5 ) - (-f > h 3 — r ;t;yx^ x n ( <5 ) > w )V$-)V~ ^ x 

N ( 5 )-7x^7tfW^ >> N ( 6 ) - ( 3 -y^~jvy°a 

n^>, N(<5)-( {2-^fJl/7i^W Ttt)V)i>r)V— N(<5)-( {3- 

/fj^ixjw Tir^;0^-;i/n^> > n(<5)-( {4-^^;v^oi-;k} x-fc^ 
10 N(<5)-( { 2-^nn:7ji-;W Tir^;i/)^-;i/n^>, N(<5)- 

( {3-^nD7x-JW T-k^;V)^;Vn^>, N(<5)-( (4-^DD7x-JH 
T^)V)Hr)V~^>, N((5)-( {2-^^y7xXJH T-fe^;0 rT^-^X 

n(<5)-( {3-^ h^v-^oc-;i/} y-fc^;Wxf-;i/n^x n(<5)-( u-^h^ 
~>:7;n-;W r-k^W^I/^^^^ N(a)-(4-t:^ain;VTir^;V)^-;V-^ 

15 N(t)-^>^2,4-S?757I&E N (r )-( 2 -7 'J )V^)V)~ 2 , 4- 

i?75 7m N(r)-(2-f 4-775;S&», N(r)-(-f 
>Hh3--fJWfJW-2,4-y7$;ll, N (r 2 , 4-JT 

5 N(r)-7xX;i/7tfJP-2, 4-i?75 7it, N(r)-(3-7x- 

)V7u\±3r~)V)-2, 4-z?7$smit. N(r)-(2-yU;i/Tir^;W-2, 4->> 

20 T^yi#m, N(r)-(2-5 1 X^7t5 1 ;W-2,4-i?737i», N(r)- 

( {-r>F-;i/-3— r;w 7-fe?;w-2, 4-i?7$/ise^«f6ns. 

^ntf^TJ^/t^-f ;K tert-7»JV/WJVf) , C 3 . 8 y7n7;i' 

^kr^>^;kfc;i/A^E-f;k 7x^?M;p;t^jk {i,2-v?7xx;i/x? 
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fcf[2- {-r>H-;i/-2-f;i/} x^;]/]#;wt^-f;k [2- W>F-;v-3--f 

5 x;k N 4 -x^;i/tf^^v>*;i/^-;p#) , N 4 -c 3 _ 8 S/^nT;Wl/t°^^ 
^>*;i/^x;v (M^.«N 4 ->^D^>^;pt;^^v>^;i/^x;k n 4 ->^ 

(M^^n 4 -^';^^^^^^^;!/^^^ N 4 -^u;nf^^^> 
#;kfc;k N 4 -^x-;i/t°^^^>^;v^-;v#) , n 4 -c 6 _ 12 tu-;vh 
10 ^>>>#;k#x;i/ (M^N 4 -:7xx;pb°^^>#;k^xjk N 4 - {4-^. 
^jiyx.-)V} k°^^>#;kfc;Mip) , N 4 -c 7 _ 15 y^;i/^;i/tf^^> ? > 
#;k^x;v (M;U;fN 4 -^>^;i/h°^^>#;k#x;k N 4 -^x^^;i/tf^ 
^> ? >*;i/^x;i/, n 4 - {l, 2-y7x-^x?jH tf^^>#;k#x;i/ 

^) , n 4 - {^mwmmmrc^sTfrirM t°^^^>^;v^-;v (fl|*.fc£N 

15 4 -[2- {-T>^-;l/-2-r;i/} XfjWlf^7^>*M^ N 4 -[2- W> 

F-;i/-3-OW lfJWk^7y>AM-J^) > N 4 -C l.I&W^ 
tf^v^^k^x;!/ (M^-^N 4 -T-fe^;nf^^v>^;i/^x;K N 4 -7°n 
tf^-x;nf^^^>*;^x;i/^) > N 4 -c 4 _ 9 J3^^r^;nf^^> ? >^;i/# 
x;i/ (M^.^N 4 ->^u^>^>^;p^x;i/t: 0 ^^>?>^;^n;K N 4 -~>^ 

20 a^\^+>->^;v^x;nf^^> ? >^;v#x;i/#) , n 4 -c 7 _ 1 5 TU-;i/T^;v 
tf^^> ? >^;p^x;p (M^.^N 4 -^>W;i/tf^^> ? >^;i/^x;i/, n 4 - 
{4-^5p;w^>W;w t°^v>#;kfc;k§9 , n 4 -c 8 _ 16 7^;k^;kr 
->;i/ tf ^ ^ ;k#" x ;p (#j?L &n A -y x. -jit ¥^7 1? >#;ki?x 

;K N 4 - {2-7xXl'7°Dk°t>} fcf^v^^k^Xjk N 4 - {3-7x- 

25 ;i/:/n t°xx;W tf^>>>#;k^x;k N 4 -^:7o:x;k7-fe^;kfc: 0 ^>?> 
#;k^x;k n 4 - { h 0 ^i?>#;kfc/k N 4 - {2- 

x^^Tir^;!/} b o ^7^>^;i/^x;v#) , n 4 - 

;W fc 0 ^^> ? >*;^#x;i/ (M^.^n 4 - K >F— ;i/-2— r;kfr;p2£x;w tf 
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^^>#;v#~;k n 4 - W>F-;v-3-^;kfc;i/^x:;w tf^^^>T$ 

f#)\ n 4 - mmmmmm-T jitf-M m 

itUN 4 - w >f— ;W2— r;vr-k^;i/} tf^^^>^;w#-;K n 4 - h> 
(M;Us;* F^v#;!/fc;k ih^^M-;K n-r/P^^;^ 

^F (M^«^^y^F\ FU^y^F\ ^F^^y^F^) i075Hfet* 
5^>, N 4 -7i^7XA7^X N 4 -^>y^7XA7^>, N 4 -:7:n^ 

?;i/7x/\°7^x n 4 -(2- w>F-;v-3--r ;w x?jW7xa°7^x n 
5 -:7x^;i^;i/^5>\ n 5 -(2- w>F-;i/-3-^;w xfjw^ = >> 

7^;k 7XA7^>S j3-N 4 -7xXjl/h°^7y>75 F> 7X/^7^>t 
jQ-N 4 -(2-^^;i/7xXi;i/),t: 0 <^^>T5 F\ TXA°^^>m j3-N 4 -(3- 
^^;V^xXi;P)tf^^^>T5 F\ 7XA°7^>1 i3-N 4 -(4-/^7iX 
h°^^> ? >T$ F\ TX/^73r>M- (3-N 4 -(2-* h*yy x.~)l)}f^ 
y>75 h\ 7XA°7^>i £-N 4 -(3-^ h^y7ix;W kf^y^Ta F\ 
7X^7^>t £-N 4 -(4-^ h^y7iXjW ^7i?>75 F\ 7^A°7^ 
>m ]8-N 4 -(2-^nD^xXi;l/) tf^^i?>T5 F> TX/t9^>» 0-N 4 - 

(3-^nn7i-ji/)^7^>7$h\ yx/\°^^>m ^-n 4 -(4-^dd7 

x-JW ^7$?>75 F\ T7,n?3r>m /3-N 4 -(4-X F D7xx;i/) 



WO 03/006041 PCT/JP02/07046 

14 

55?>T*\*. T7.n^^>m. |3-N 4 -(4-7JVt07x-JW hX7y>7$ 
h\ 7XA7^>t j8-N 4 -(3-hU77;i/^-n^^;V7^^-;V) k^7y>7$ 
X 7XA°7^>t £-N 4 -(2, 3-J^)Vy^)V)\±^z?yT^ h\ T 
X/^7=f>S i8-N 4 -(2-tiU^;i/)k 0 ^^^>T5 h\ 7X^7^>i /3-N 

4 -(2-tij5yjWk^7y>7$ h\ #)},#^>m r-^^;vxx^;K 

G 

I 

C=0 
I 

ChL 

I 2 

— NHCHCO — 
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< 



x 



X 



n-^Dtfjk i s o-yDtfJK n-^^k i s o-^S^k tert-7* 

,ntf;k i s o-^ntf;i^0C 1 _ 8 7^M^W*l/<> tf'tfe^^ 
efslv*. x 1 xttx 2 Tg$nsc 1 . 6 r;i/n+>'StLm M;tfc£*h^x 

ssnsAn^>js?tiTn mzMy^m. mm, mm, h^^v^ 
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tt2-^-7^;K 1-, 2-Xte9-7>hU;k l- f 2-, 3-, 4~X» 
9-7a:^>hU;K 1 -, 2-, 4-, 5 -Xtt6 - 7X^1^0K*jR6 

U;K 2-X«3-tfnU;K 2-, 4-Xfci5-:^HJ-v*-;k 2-, 4~X 
&5-^XV*U;k 3-, 4-X«5 -tf^/lUk 2-, 4-Xte5 — 

Vu;k 3-, 4-x«5— <v^^/u;k 3-, 4-x«5— rv^rv* 

U;K 3-X«5- (l,2,4-W^7yj;W , 1,3,4-^^/7^ 
U;K 3-X«5- (1,2,4-^7^^) , 1,2,5-^WJ;K 
1, 2, 3-h'J7V'j;k 1, 2, 4- hU7V*U;k lH-XH2H-rh7y 

: ?&lf£^V4m^5MMm, 3-X«4-tfU^;K N-^ 

3-X«4-h°'J>?;K 2-, 4-X«5-tf'J5^n;k N-^ 

^->F-2-, 4-x«5-tfu^^;K m;v*'j^;K ^e^u^k 

^y^^-; K y^Vh'J7y^k fcfnU5>~;k tf^^njk fcf 
^-;K ^tf^n;K 1 , 4 -^1^^;K l,4-^T^;k 1,3-^ 
Tv^k tf^^^-;K hUT^n;K ^Vh'J7i?-;k 3-X«4-tf 
U^v~;k tf^~;k N~^>-H-3-X«4-t: o U^> ? ^;k^0D^mM 

M^-tr6M^s, Mx.(K>y7'j;k ^>i/f77UJk ^>v^3 i if*v*u;k 

fh^/D [1,5-tO HU^rJk MJ7V*n [4,5-b] fcfU^v^k 

^y'JJk -rv^/u;k ^>yj-;k y9?*?-)v, 
;k 4v**y-u~;k ^>F'J^-jk ^;u^jk 
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N N — 

\ / 



X 3 ' 

CH 3 

— H \l — \ — N 7 \l — ^ ^ 

\ / \=y \ / 

CHjCH/ , CH 3 0 



op -o^ 

CI , N0 2 

op o-^ 

CH 3 CH 2 0 , (CH 3 ) 2 CH0' 
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/ \ 



N 



N 



\ /. 



^>It D-TX/\°7^>E D-v-X^-O^ D-^->X^-r>m> D-/3- 

(5-fh7yu;W77nx D-2-75y-4-(5-Th7^u ivmn^wmf 

6tl§^ #fCD-^;V^^>^ D-TXA°7^>E D-i/XH>S^S 

n^yoi'yx y;i/D-rv->, tert-n-fyx t-tWI'CK 7x 
n;i/^u-», yx.^)iT7~>, i-3-y^)lT?~>, 

3-^xn;i/^U>-X l-75yy^D7°nA°>-l-*M>^ l-75 7y 

^ny^>-i-7j;v^>^ l-T^y zs#u^>?>-i-%)\,tf>Wt. 1-75 
/ ->^7 d^u->- 1 -%)V#>Wt, i-ys.y y^DA7'^ >- 1 -7j;i/#>it 

2— a^>^)V^fV i/>, P^^V^fU ->>^© a-75 7W 

£L^ 0 ffiTfe, C!_ 6 7MM, C 5 _ 7 y7D7WS, C 7 _ lx T^;i/^ 

)5:^l/4l^tf5Xli6MS5!l5SSSfL/T^Tfe«fc^D-it'ffi-a-7$y^ 
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K/W2cb<> £Vt)tfD-U'1><>, D-Tn-fy d<-», D-tert-nK 
=yy, D- r -y^;H=K D-7i"M'Jy>, D-2-?X-;V77^>, 
D-2-fI-M>Jy> 1 D-3-?I-M''JyX D-2-~>^ D^>~P;i/^U 
$/>^£D$?£L<A 0 BttTIt D-2-^XXJl/^U v>B*^gfe$f^b 

;K x^;k n-yntf;K t e r t-y^)vm) TgJfe$ftTV>TfcJ;^. 

i'yx N-^fjk-tert-a^yx N-7^;y-r-^;yn-r 

10 B S V < « C x _ 6 7;^;«T^nftlftl £ tl W T £U y x x;i^* 

u->>. 7i-;k77->, i-^y^;vr^n>, 2-^^^;pt^x>, 2- 
^xx;py^x>\ 2-fx^Uy> < 3-^x-;i/^i>>x 7°nu>, 

1-757 >'7P7°aA°y-i-^j^>E l-T^y >-^ny^>-i-77;i/ 
15 #>m. l-75 7y7n^>^>-l-^M>^ 1-7$;^daW>- 
1 -77;i/#>mW 1-75 7 ^ p^y^ y- 1 sfr;i^>m^ £>jgfcf 
n§D-X«L-^[f-a-75;tlIlr^§o ^.(Dot>Pf £b< «D-ff fe-a- 
75 7^S«t$.§ 0 
5£ Cn fc43V>T, CTS$n§L-a-757tiSO«#:^§757^t 
20 LT«> ^^tt7'UyX L-T^x>\ L-/tUX L-/;WtU>, 

L-fVD^y>, L- t e r t-D'fyX L-/;H=K L-^^x 
>, L-2-75 7IE L-izU>, L-Xl/^X>\ L-7x^77^X L- 
77A°7^>a L-^;^5>m, L-7XA°7^X L-^>^5>, L-'J^ 
>, L4U7>77>> L-7M-X L-^D->>, L-7°nU>^ Mlg— 

25 mz%it>rLT^&-L-a-7^ /m-fimtf #tL-n-r>->, L-y;vD-r^ 

3Vk n-y°Dtf;K tert-7^) TffS&SftTUTfc.kVi. ^.OJ;5^ 
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e»tl§o ^CDA#:M£bT«> D-hU7°h77X D-5-^g 1 Jl/hiJ7°h77 
X D-:7a:X;i/y^X>\ D-?DyX D- 1 -^^KT^XX 
^;VT^X>\ D-3-^>V^XX;i/y^X>, D-4-tfyx^;|/T^X>> 
D-^>^^^;i/^^n;VT^X>^^f D-hU7°h77>, D-5-^ 

tie>©^#^^^rT§D-o;-T^ /M© a-75 1 _ 6 7;WH (Mi 

fcf^Wk X^;K n-yptf;K tert-7"fJV$) T«tfc£ftTVvrfc£ < , 

D-bU7°h77>©'r>F-JW75;sac 1 _ 6 7M;i/ (Mifc£ 
7<^;k x^;k n-7°nb°;k t e r t-y^;i/#) , c 3 _ 8 y^n7W 

x;k 4-^^;i/^aix;i/#) , c 7 _ 15 y^;^;P (Mi«^>^;k r7x*5=- 
^©M^TRms^c^eJj&ii^T^ (^£b<&c 1 _ 6 y;u#/-i';i/) 

<ttC 5 _ 7 i/^D7MMM^JI/) (iA.^>^no^>Mtok 
^n^\^>^;v#x;i/^) , c 7 _ 15 7'J-;P7^v (^L<ttc 6 _ 12 7U 
~;i/#;i/#x;u) (Mx.«^>vV;k 4-^^;i/^>W;^) , c 8 _ 16 y^ 

W7yJV (^L<^C 6 _ 12 7U^-C 2 . 4 7;W/^;i/) 
x.~)VT^)V, 2-y rcX ;i/7°P tf^x;K 3-^a:X;i/ynt:^x;K $>!7x 

x;^-fe^;y#) , 0,^7^3^^;^-^ (Mi^h^y*M-;k 

75 7lttm m«D-N(ffi)-^;i/bU7°h77X D-N-^.=P;y:7x 

x;kr^x>, d-n-^^;1/^d->>, D-N in -^;i/h u 7>77X d-n 

in -X^h 'J^h^rX D-N in -*;^^hiJ7°h77>> D-N in -TW 
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N 1 n -7h;i/$ )V h'J7>77X D-N 1 n -T^)V hU7>77 >/^£ D * b 

7?£§ 0 

i -75 y i/9 n 7d;i >- i i-75;^p7^>-i 

l-75;^D^>^>-l-*M>E l-75/^PA^>- 

3&ttS3k B^D-n-f->>, D-70-fya^>'> > D-tert-D^y>, 
D-r-pWI/n-f */>, D-7x-MUyX D-2-^x-;p^U D- 
3-?X-J^^», D-2-^n^>^;i^U>->, D-7I-JP77-X 
D-2-^X-;VT^^>, D-A'UX D-2-7'JH'Jy>RtfD-3-7'JJk 
ffV5/>^&fr&fc%>ffifrt>Mt£nZ>&, C^L-n-f-», l— fVD-f-», 

l-aux l - y ;i/ n -r >Rrjc^Sf#^s §L-a7$; e» & § 

^X>\ D-2-^-7/^;PT^X> > D-A>^I-J1/77^X D-4-H77 
a: - 9 X >m$T> ~^>9 * 7 x ~)l >^*fr> & & 5 & Sfcf 

D-hU7h7 7>©iiM, D-N in -^^hU7°h7 7X D- 

n 1 n -*;P5 ^ h u 7° h 7 7 >rcj?d-n 1 n -r-tr^;i/ h U 7° h 7 7 >3S3£#> £»& 

A^D-77/^7^>fiS; X^>U7>77X L- (^-4-7i^V^ 
7^7775 H) 77A°7^7E L- C/3-4-(2-* h+'>7x~;W tf^r^> 
75H] 77/\°7^>t, L-N(5)-7^^x;i/7-fe9 : -;V^-;i/X^X L- (N 4 - 

U>\ l- (n 5 -^>^;h ^;i/^5>X«L- (n(<5)- c-r>H— ;p-3— r 

;W I^l/)77/t7^7S« ; Y^L-D^f7X L-77/\°7^7iXHL- 
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o-^>> 5 ;HrU ; B^tD-D-r->x D-r-^^I/n-f ~>>, D-2-5P 
x-;i/^i;^>x«D-3-^x-;i/^u-»?« ; c^L-n-r-», l-7i^ 

L- CjQ-4- (2-p< h^^7x^JW tf^^^>T^H] XX/\°^>I^ 

L-N(e)-7x^7tf;i/t;i/^>, l- (n 4 - c-oh— ;p-3— r;w r 

;t;i/x=p>, l- (4-^>> J ;i/^-^-» 7 J nij>, l- (n 5 -^>>? 
;W ^;p^>x«l- (N(<5)- C-r>H-;v-3-r;w x^;i/) txa^> 

mm ; Y^L-7X/\°7^>tXttL-n^y>M ; A^D-T^A^^^i 

X«L- h U 7/ h 7 r >nS ; Rt*E#D- h U 7° h 7 x >?»-e$>£ 0 
5£ [I] TS$n^^^^+)-^7/^FX^©i^a:bTJ« 

Cyc 1 o C-D-Asp-Asp (Rl)-Asp-D-Thg (2) -Leu-D-Trp-) 
tt$>, Asp(Rl)«TXA°^^>^y3 -4-77^x;Vt:^^^>y^ F1S§, 

Thg(2)tt2-^xx;v^U-»^S^Tc ] •Vi$tznz>4t'£rMXWt<Dmm 

n-yatVK i s o-T/nhVk n-7/^;k i s o-7/^;K t e r t - 7/ 
9^;K n-^>^;k n - A+7JH© C WSf 5ft^ o 
5£ CO TS$n§M (^^Ir^T^F) £fc«^-cDii; COT, rt^r 

s^is^iasasiaDM (i) izgm-r&ik&m, TfetD-zmmm 
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(I) ©^DH77^ttTH it-^m (I) ©75/S^7yJMb, T)V*)V 

it, D^iftsn&ft^ft (M^«\ fbi=r#f (i) ©75yi^3ifyi'ji/ 
Yb> T^—Mk, ^>f;i/7s/^M^fe 

3 - 5?t*y^-4-" r;W ;* h4^>#;i^x;Wb> Th7th*D77njwu, 
KP'J^^Wb, tf/tn-r;p^->^^;Hb, t e r t-^;Hb$tifcft 
, (i) 07Kms^T->;Hb, 7;^;wl DA^fcfk KSSfe 
fb£nfc<fbi=r#j (Mx.fl fb-g-ij (i) ©7j<m*^T-fe^;Wb, a°;v^ h-iMt, 
ynAV-r;Wb, t£AcK;wb> u-^^fc y^VMh, r^x;wb, 
^;PT5yp<^;i/^;^-;Wb^nfe^%^^) , $>§^n {b^ (i) © 
#;i^^;ps^xx^;Wb, Hb^n^b-grti (Mx.«\ fb-g-^ (i) © 
#;i/^^>;i/X^x5P;i/xx^;Wb> ^oir.;i/xx^;Hb, #;i/^~>;Wi/x 

ib, xh^^^^fc^^^x^Vxx^Wb, y^U^VxTWWb, (5 
2 -;r^v- l, 3 -^^v l/>-4--r ^^-;Px^^;Hb, 
^^n^^^v^^^x^x^ji/xx^Hb, ^^75 hMb^n^b-a- 

(i) 5&>e>8?3if sut^T^Sc 

(I) 07°PH7^^U j£/[|»m 9 9 O^FRI rg^op^j 

mim^tmi 6 3i^s 1 9 sH^iE^nw^j^/^ £3i^#7Mb 

(I) ^^bl-^OT&^TfcJ;^ 
*|gBJT^ ^ns^yf Fftfb^teu ±?B©:£fiRK|PB^£ttfc#i£K: J: 0 
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ttEP-A-52831 2M#IS¥6-9 6 8 9#^f8fla«0^t«k DX 

09*.f£, M. Bodansky M. A. Ondetti ^7°f F ^>ir^>X 

(Peptide Synthesis), -f>^ — t^fX>X, -^ — 3 — ^7, 1966^ ; F. M. 
Finn Ritf k. Hofmann If 7°n ^-T >X (The Proteins), fg 2 H. 
Nenrath, R. L. Hill Mil, TTJy^S.y^ 7>X -f>^, -^—3 — ^, 1976 

mmm^mm. ^^mmmmi> B^it^mm, Mmt^mx 1977^;* 
mmm, m^immsmm^ B^^t^m, ^.mt^mx mw ; j. m. 

Stewart %lZS J. D. Young V U y H 7x-fX F -»-fe>-X (Sol id 

Phase Peptide Synthesis), ^r^tlJV — , -fUy-1\ 1984^^ 

fcf2*fc£nfc7m fc£;U£y^F?£, ^Dijm, ^feM^fe ^^tKW*, 
dcc*£, Sttx7fJ^> F?-mijgK£^£7m #;i^-;h-$^ 

±fB^-©^R^te©^- ©fC^Mi^T ^ J WBOS/yM^f^ Y77>? 
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zntctuitf*is)m&mTo refers- tmnt>y^/m^(D% 
(D^v< titers jm&m~r<, mmz, ±mffi&\zftm-r& 2-00^ 

t -y^;v^->^;i/fc;K ter t-75M+^;tok -ry#;)/n;i/ 

^y^k^xjk r^>5P;]/^>-#;k#x;k F u:7;k^oyir^;k 7 
^u;k z!n;1/$;k 2-x hn7x-;^;i/7x-jk ^7x^X7^;? 

ypt°;k tert-7'm >^n^>^P;k v^n^v^k ->^7 

n^y^k ^n^^vk 2-7^-?>fj^(Z)7^Ji'S) > ^>>>;k 

;k yx.i-ls)V, ^>^M+y*Jl/&hF7yH, t e r t-y^)V^ 

->#;k#x;i/t: f^>> f\ f u^;i/k f^>? F^Wf e»n^o 
fD>/>07x;- ;W47j<ms©#ttSi:bT^ M^Lfc£^>s?;k 2 5> 6- 
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* h3^>-2, 3, 6-hU^.^;^>-lf>X;VzlN-;K 2, 4-^hD7x-jk 
^>^;i/^->^^;k tert-7>^m tert-7>^>Mfc 

h 'J 7> 7 7 >©^f > f-;kdmi t nit *;i/^;K 2,4, 6- t>u* 

^;i/^>if>X;i/^n;K 2 , 4 , 6 - h 'J ^ h^y^>if >XM- jK 4-^ h 
3^>-2, 3, 6-hU ^;i/^>i£>x;kfc;k 2,2, 2-h'j^nnxh^> 

T^h\ ittxxfJl/ CT;i/n-;i/ (M^«\ ^^^nn7x;-jk 2,4, 
5-hu^nn^acy-;k 2, 4-^hn7x/-;k ^t/^^7;w-;k 

A°^~ hD7x;- ;k N-t FP^y-5-7MM>-2, 3 -^#;kf^>-f 
$F. N-bFn+v'X^^F, N-hFn^>7^JM5F, N-kFn+y 

^nfcfectLTfi fjx.t»t5u >tr$ sns. 

^^^^(D^ffiTfcff "5 il^UTil ^t^f^s 

js^ffl l -5 ^ e>nT^§%©^ e>ji3i:3i^$ti5 m^^jam 

> ? ^it>, y^nn^^x -x-h^b HP77^> > T-fehx:Hj;k ffii? 
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TTfrfo o fee 5 L V>»& & § . 

^\ wti5^TH 7^v-;k 7x;-jk «-rxy— ;k 

— ;k A°^^wy— ;k ^tWI/x;!/^ f, 1, 4-7#>*?tt— ;k 1,2- 

>gk $ ^y— Mist txffl sn^ 2 , 4 h n y i-jvm5 : t7 x 
y-;^aia 0 i&Sc^ru hj y°h y t xa-r > f-;w&«*£ ux^^ 
5Jfc;i^;i/£te±iB<z> 1 , 2-x^>e^t-— ;k 1 , 4-7*#>5?tt— ;v#cd# 

>t)$5^St«M^.» 7 0 nt°t>E 7X>i, jg5R, U>=fR, 
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*0MW«^T, 75 I UP A 

C-IUB Commission on Biochemical Nomenclature \Z cfc^Bt-^-afe^^^^M 

Gly : ^>»> 

Sar : ^r)Vu vXN-^^U ~>» 

Ala : T^-> 

Val 

Nva : 7;WtU> 

He :^VD^y> 

alle :7D-fVDi'y> 

Nle : y;^D-r->> 

Leu : D-f v-> 

N-MeLeu : N-^;!/D-r ^> 

tLeu : t e r t-n-T->> 

rMeLeu : 2f >v^^;i/n-T 

Met : ^^~> 

Arg : T)V^~> 

Arg(Tos) : N 8 -/\°7 h)V^>7.)V^-)VT)V^> 

Lys : U>?> 

Lys(Mtr) : N(s)-<4-^ h^>-2, 3, 6 - h U ^)V^>^£> 

N ( 5 ) > W ;i/ - ^ > 
n ( a )-( w > h-;p- 3 — r ;w Tiz^;v) 



Orn 

Orn(COPh) 
Orn(COCH 2 Ph) 
Orn(COCH 2 CH 2 Ph) 
Orn(COCH 2 -Ind) 



His 
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His (Bom) 
HisCBzl) 
Asp 

Asn(CH 2 Ph) 

Asn(CH 2 CH 2 Ph) 

Asn(CH 2 CH 2 -Ind) 

Asn(Me-CH 2 CH 2 Ph) 

Asn(CH 2 CHMePh) 

Asp(Rl) 

Asp(R2) 

Asp(R3) 

Asp(R4) 

Asp (R5) 

Asp(R6) 
Asp(R7) 

Asp(R8) 

Asp(R9) 

Asp (RIO) 

Asp (RID 

Asp(R12) 
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N 4 - ( 2 - H> F ~)V- 3 -<i M X^;0 7XA7^ 
> 

: N 4 -^?jV-N 4 -7x^^77/\°7^> 
: N 4 -({2-r7a:-;W7 0 nt: 0 ;i/)TXA 0 7^> 

: r^n^ym &-4-7x.~)]s\f^y> 75 F 

j3-4-X^x;i/tf^U> ? > 75F 
0— T>FU> 75 F 
/3-l-75/< 75 F 

M-7$yrh7hFDt7^l/ 



: 7x/\°^>i 

: 7XA°7^>I 
: 7X/17^>1 

> 75 F 
: 7XA"7^>@ 
: 7XA°7^>@ 
^>>> 75 F 
: 7XA°7^>I 
75 F 
: 7XA7^>B 
75 F 
: 77A7^>I 



^-4-7-fe5 i ;l/t 0 ^^> ? > 75 F 
13-4- (2-^7Dn7i-J0 

0-4- (3-^nD7x-Jl/) tf^ 
£-4- (2-^h^y7x-JW fc° 



75 F 

: 7XA°^>i? 0-4- (4-^F^->7ain;W h° 
75 F 

: 7XA°^>m /3-4- (2-Ih4 : y7i^) If 
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Asp(R13) 
Asp(R14) 
Asp(R15) 
Asp (Rl 6) 
Glu 

Gln(CH 2 Ph) 

Gln(CH 2 CH 2 Ph) 

Gln(CH 2 CH 2 -Ind) 

Glu(R3) 

Glu(R4) 

Glu(R5) 

Cys 
Cta 
Ser 

Ser(Bzl) 
Thr 

Thr(Bzl) 
Pro 
Tpr 
Hyp 

Hyp(Bzl) 

Azc 

Pip 
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: 77A°7^>t 0-4- (2-7)VifU7^-)V) tf 

^?z?> 75 F 

: j8-4- (4-7 )V^U7 tf 

^^^> 7$ F 

: 7XA°7^>f /3-4- (3-b U 7)^U^)V7 

tf^>*> 75 F 
: 7^A°7^>1 0-4- (2-tfU^;W tM^>>> 
75 F 

: N 5 -^>>?;^;^5> 

: N 5 -(2-{-f > F -;]/- 3 ;W x^;v) 5 > 
: 5 ym r-f>F'J> 75 H 

: ^;l^5>^? r-l-75 7-f>y> 75 F 
:^;V^5>^ r-l-75/Th7hFn7-7^V> 

75 F 
: v-XtM > 
: >-XtM >m 
: irU> 

: 0-^>>>VI/-kU> 
: X l/^n> 

: 0-^>^;i/Xl/^— > 
: 7°n U > 
^7°D U > 

4-h Hu^>7°n'J > 
4-^>^;I/^v^°d U > 
7i£^> ? >- 2 -#;t^>m 
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Phe : y^~)VTy^> 

N-MePhe : N-^JVy^—JlT? ~ > 

Tyr :^Uzsy 

Trp : h'J^h77> 

mTrp : 5-*?-)VhV*7h7T> 

N-MeTrp : N (a) h U y°-h V T > 

Trp(Me) : N 1 n -^)V h U 7° h 7 T > 

Trp (For) : N 1 n -AM/5 ;l/ h U :/ h 7 r > 

Trp (Ac) : N 1 n -y±^JV hU7>77> 

Phg :7x^MUy> 

Nal(l) : l-i-y^)Vr^~> 

Nal(2) : 2-±7f)VT?~ > 

Thi : 2-^X-;VT^~> 

Thg(2) : 2-^M'Ji/> 

Thg(3) : 3-^X-;l/^!»> . 

Acpr : l-7$;y^D7°nA°>-l-AM>t 

Acbu : l-75;^n^>l-M^>i 

Acpe : 1 -75 / D^>^ >- 1 

Achx : 1 -75 7 y ^ D^t>- 1 -*M>^ 

Achp : l-7^/iyau^\y°^y-l-tj)V^ym 

Tic :rh7kFD<y^;u>-2-M^>t 

Cpg :y^n^ >^)Vif U v > 

AcOEt : BfflftX^ 1 ^ 

Boc :ter t-7>=^yM» 

Bzl : ^>>?;i/ 

BrZ : 2-7nt^>yM^y*M-JV 

ciz , : 2-^nn^>^M4 : yAM-;i/ 
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Tos 

For 

OBzl 

OPac 

ONB 

TFA 

TEA 

IBCF 

DMF 

DCC 

DCU 

HONB 

HOBt 

DCM 

THF 
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h;px>x;iofrx;i/ 
honbxx^;^ 

N-b Hn^->-5-y;i/^;i/^>-2, 3-^#;i/^ 
W ^ F 

fh7kHn77> 




H 




(B o s e n t a n) ; 
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(TBC- 112 5 1) ; 
Cyclo [ — Asp — Pro— Va 1 -Leu-Trp-) 
(BQ-123) ; 



0-CH, 




(ABT-6 2 7) 

#3£9IK:43^T, x> FirU >»^if^ffl*^r*r fcflr&fcK CI] ©tei=r 

r)t>nm9imm aax^-, w^f, -fx, 

ItlitUTS, BffMtl (M^«\ N"j7X, yyh, AAX^-> 

m, mm, ^m, mm, ±mm mmm, mwm, mm) , &m.m. -t~mm 
m, mmmm (&m, mmm) , b^j®^> wmjb. m/mbm, 
mm, wmm, mmm. ^m ^wmm , mmm, mmm. & 

mm, ill, jg'f4u>/\m iHMfeje, nmm, itmm, mm 

mm, mmmm, mmm, Mwj&m, ti^mm, aids^btsm^ 
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z\(D^o ■fcmmmmi&frthTfe, m&\-m&<£nm&mm<Dfemzm*r%> z. 
&£) , afcjBKw^n^^^-^^ojte^^ (EGFm he 

R2/e rb-2, HER3/erb-3, HER4/erb-4, PDGFf 

©^>/\°^», ^0§|5^^K*^«^tie»^^S!!j^>/N o ^K, (2) Z. 
n^tt§U5}?V-A, (3) ^©DNAifit^tr^-r;vx^fe«^x$ 

^mmiriW. (M> MAGE-l, MAGE- 3, MART 
-1, gplOO, fDy>#- , Iu3£Jil#«LlC (PSA) , HE 
R2^>/\°^», MUC-1A?X hCG, ^Xh'JX m^ay 

K, kh/^ifn-w^0E7^>;^i, fijj&ilfttUS (cea) , gg^R 
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a s m& & a&mtf zn% a 

5V — • ^-f 7 : Quality of Life (09#.l& Performance Stasis-"^* 

;K ^XhU/X ^A°;i/hU->X ^D^r^xX t^D + 

7X>iM/57i^i*) , ¥)im%L *Mtt7.9>, f7hD77hX 
75/^f^5 F> LH — RHTxfnx F (#U Bf^HrVU>, ^-fel/U 
Ha— :/nHJ>ft:£) , LH-RHT>^rf-X K Fnn^p^xX 

>\ i^D7-Jk 77^;i/^X^>7^^) , irCT>FP^r> (M, F\ fcf 

7j;t^5F\ x;k*5Ffc£) , 5 a-V^ZZ—MmmM (M, 7^ftXfU 
F\ x:7°UX^y F&£) , S'i»^H^;i/ ; E>^^J (M, ^it^^V'X y 

31 cm, U7ay-Ma izE&mit>nz> 0 
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D5>x>^;*^— F-N-:fr^>K* ^D7A^fJP, y^D7*X77$h\ 

7t>, Si"Axf>, 5h7*n-h-;k *)17T7>, ^ts)vn-jy, ? 
tfw^x ->xy^^x ^y^>, ^+mj 

U^->b\ t^MV^X ^hhW-K x/y^tfX ^7>t:X 
^HXf^^T^r-K itMTX>^tfX 5-FU^J (M> 7)V3rU 
^7>v-;K "rtf7—)V, UFT, F^r^jl/U^X *))\<3t7— ;k j3Uis$r\z 

X x$f7-Ma , 75;7t'JX xi#U X^;k>^iw 

^h^x 7*v*-i h%)V^v&, w^^u^-r h^;vv^A, 

UtfX I5r7-;k !7;k^7>b:X ^Ay^b'X hFD^y)!]J|//Uh\ 
^>hX^X tfUM^Xk, -f^v-^U-XX 5 h^T^/X ^7^/7 
UX T>AAX^>^^W&tl§ 0 

rtriJSfeifL^%Hj <h Ltd MZ.lt. 7^f7^yyD, 7^f7^y 
>C, V-f hY^y>C, 7U^y>A3, If7>t7^yX 

^-rs^x mM^7°w^ xx ^^/;nf-», iMH^v;yt:xx 
M7^7;nfi/x *mtf^;nf^>, ii^xH;vt^», ^#;i/?vx# 

T^X 577Y-fyX 1f;y3^^>X Mf/7^fiJX 5h^X S^y* 

ex^x^x itk'^u^x sftmtfx^xx 7^xi#->h\ a°^u^ 
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m r%mffiffl (BRM) J iUTH mx\*. tf->;t-~;k ZV7s^y, 

m&ximtfmw-zn&m^mfBn. m*miz\t, a) egf (epidermal 

growth factor) ^Tclt^tltmnmizm-cDmn^mT^^n CM, EGF, 
A1/^U> (HER2'J^>F) , (2) ^>^a'j>trd^tliil 

CD^'l4^Wt"§#JK CM, -r>^a.U>, IGF (insulin-like growth 
factor) -1, IGF-2^<Jf] , (3) FGF (fibroblast growth factor) i= 

frutnhmmmm— <Dm^^t^mw cm, ^sfgf, misfgf, 

KGF (keratinocyte growth factor) , FGF-lO&if] , (4) ^(D{&(D 
Mti&i^Mm^- CM, CSF (colony stimulating factor) , EPO 

(erythropoietin) , I L — 2 ( interleukin-2 ) , N G F (nerve growth 
factor) ,' P D G F (platelet-derived growth factor) , T G F /3 

(transforming growth factor/3) , HGF (hepatocyte growth factor) , V 
EGF (vascular endothelial growth factor) fzEifimi Ztl&o 

• ?f U >S§# (H E R 2 ) , -i > z/=l U 1 , -f > v'a. U 2 , 

IGFS^#, FGF§§#:- lttU¥G¥§im-W-2UE~mmtft>nZ> 0 

m mumnm^oftm&m&tznmi ttxjt A-^y^> (her 2 
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^-ifi (m^«\ y^v^it>^^) , frfcmmm u^y-iv, 

ITU (1) ^BJ©E^«#Ji#ffl*<h^|WIB#fc®^KbbT#^ 

n^>^.— ©SKll©®-^ (2) ^aj^g^ia^i^ffi^^^sij^^M^Kbb 

T#5ns2a©«w©iRr--fi:#jRKT0iRr^#, (3) ^wvmmnj&m 
tmmmt&m* izwmMtLxnznz 2Uv>$m<Dm— &&ffl6-v<Dm miss 

£>1>T<£>&#, (4) *^COlS»jt%^#ffi^t^iJ^^KMbUT#e>n 
§ 2 S©«5WO^:S®#j|5KT?©I^I^S!#, ( 5 ) #»E©BSa8fiJ&»£0M3 

^i^gij^ ^»KbbT#s,n§ 2a©«8ifii©s^'Si8:#j(iB&T©i^i«iii&*vi 

w -tmwmm&gfcteftiv^mzm^T, mm^mizw^n&mfotn&v 

^m(D{mm(Dmmzm^Brix^^mm^m\zWF^ri^mittvxu, 
^mm(Dmmu^mzmm^n^%(DtmU(D%(D^mm^^z\tmx^^ 0 

•zziz, *&m<Dmmmj2iittemmm\z* mm* (d mm. (2) mm 
?mk. (3) y>z?^>^>ima&m^z>&mk^mm> (4) mi&a^ 

(5) igtfgg^ (6) l/-1f-$&Mfe> (7) 
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-So 

H©^fc«fcoT, Wf^M(DU±^ MffiM (Disease-Free Survival) (DM 

7'J^D7'f 5/^^07^07^ (ii)^*M^#CDfci£ 
©il*nU-m T^/itS^U, i&^E^>3!l<Z*g:#, (iii)^*«J©fc 

^©^i/t^®^ (iv)^o> pgn±, :ft»ig, ym, sshmm'p, tivNam&. 
^tfu^ymmsrf, jffiw, wwm. dic, 3B&*&£©<k"5fciM£ 

P&-# (f^tt^-a-t?) , iMl*i:f» (bolus, infusion, fig^S^tT) , & 
T*5£«& (bolus, infusion, *feftM3i&«£tr) , ftfc ffi«ft&J;££®tet£ 

(1) (2) T>>?^>->>II^^^fflV^#JEE'fb^fe, (3) Jt 

&r?mm. (4) fiUMft^ (5) (6) i/-if-$§*m (7) ^ 

*&im<D&. \z*fm<owmmjmitztz. nmmn zm^vmrn turn 
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U>fr<H) &^0LH-RH7tD^ (2) X>HizU>^rL^^Wr§{b 

nF77 ^©-a-^rf ij^fi, it, o.oi^tioo ^l<so. i 
v^t> aitis^trau &r&it, strait, mftpmzt. ma&fomm&zwx 
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mmftxmmv, mm^ijkmr^%(Dmtm^vxmm^n^z\t^x^ 

So 

ma^mcDmmm^mm^vxnt, mm, m*m\, mm. vim* tty°±n< 
ou< h~h-^(Dmm^ Mx.«>3& mm, ±jvu~-xm, vxi — ;k v 

mimim&mtfzn. ^nztemmfrmxwmm^zn&^mmwiM. mxu 
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— h tDt)^H7^7hRS-10 0, RL-10 0, RS-3 

OD, RL-30D, RL-PO, RS-PO CT £r tUHKx^VP • 

)vm.*^)v - v)vmmt v u • 7>^^^ai^i/M^) , 

t-f H7=^yhNE-3 0D 0*^7^ ^)VWt^)V ■ U ;i^X5Vk£M"£ 

(Carbomer) 934 P, 9 40, 941, 974 P, 980, 1 
3 4 2#, 3tfU#— s£:7-r;U (polycarbophil) , ^j;i/^^A#U*^— 7^ ;V 
(carcium polycarbophil) (ItftEtetV^tlfe BF^J/ H U y i^fefciSD , A-f tf 

1 03, 104, 105, 304 (^n^mytmm (W) m 
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(w/w) , 8?£b<fc£8l3 5fc^L|&8 0% (w/w) , Z*>lZpjF$zV<Uffi4 Ofc 
teV7 5% (w/w) , M'[»U^-©^«^3^^bl9 3 0% (w/w) , $? 
*b<«#93^b«ll 5%(w/w)T&& 0 «W0Sfflt*H*tt*K*$6l3:^7!' 
V^TfeJ;<, ^©#^*ITOte^^SiS*tt^R©^^s^5 0%(w/w)OT, 
»tl<^5-l54 0% (w/w) , £S£^£b<«^5-^3 5% (w/w) T 

&&.z.z\x±m% (w/w) ^W^ij^sw ?K y- 
\m\z%m^nm^ ^v<\m^^^mm^^(D^mzm^n^ 0 

0 0 0 wm, $e>i^Sb<«*9 5 0 0fc^U$l, 4 0 0 /!ml?$§„ 

mm. m&m* mmm. mnnu ^mmm^u^v, M^bttsb»m % 

»0. 5fcV>biK[9 5* (w/w) , ^K^5.0^l 
&J8 0% (w/w) , £&te#£L<fca»3 0&V>U67 0# (w/w) T&£ 0 

*fc^ns)R^#jtuTtt, mm, h-;k 
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^^JV±)VU— X*;i/>"^A (ECG505) , £ n^^JM n— x^- h U (Ac- 
Di-SoiK ^WJtf"Jl/t:n'JF> (^nx#tfH» , {gBifc&fcKD^ 
^yntf;Hr;i/n— ^ (l-hpc) fe^^^sns, ^Tfc, tHn^yntf 
;H?;i/n-x, tfu tfx;nfny H>, <£B^t Hn^->^nif;Wr;kn— x 

ti5o sk^fcSiitLTfcjwm ^x>», a/N^m> x^;pm> ^wr>m& 

»J£;*:7V-bfca*5, a&*»5^iaEn£IRJK&j\ HHI^£:££©S<&%&£4> 
^©TO^^tem 0 0 /zmft^bm, 5 0 0 iumT?fc<5 

{^JtbTam ^x>m> n/\^gt 7y;«, TK^oil 3 , ^ 
LT^ 1 & b£U 1 5 % (w/w) , b < 1 bftJ 1 0 % (w/w) , $ e> 
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\Ztff&V<\$ffi2m*Vm8% (w/w) T&So 

ii. &<Dmgm\z£%mm 

&<Dm^\m\z&&wm%&tvT. m^mm^-^^ 
* o#^©^t*^n^nwEtt* t ^ s <k 5 tins = 

0% (w/w) , ^i;b<te:^5£j:V>l^5 0% (w/w) , L<«ftJ 5 & 

V^L3 5 % (w/w) T^§o 

Tizh-hU;K ^cm^l/A* ^fV^^n^ K^^ffl^sns. 

77X>m> 3A^E 77^S, TW^M^^Tfej;^. 
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fiS#*©5Big, S#«^fcJ:^T^^^\ 09*:to£ (6 0kg) 

1 0 0 Omg, #?£L<fc£l OO^HOOOmg, #arTOl BSl&V>b 
5 0 0mg, 3^L3 0Dmg, L< 3 0 fo^b 2 0 Omg & 1 0 1 HI 

mz, »aT10I3^t3OOmg, j?Sb<ti3 0^L2 0 0mg& 

umm i 

-1 — r;P) #;i/^~;iO -L-77^-L-a-7XWJl/-D-2- 
( 2 - ^X~;i/) ^ U */)V- L-D^^l/-D-hU7°h7^f ;w >^ h U # A 

( cyclo C D — a — aspartyl — 3 — C ( 4 — phenylpiperazin — 1 — yl ) 
carbonyl] - L -alanyl - L - a -aspartyl -D - 2 - (2— thienyl) glycyl 



WO 03/006041 PCT/JP02/07046 

48 

— L — leucyl — D — tryptophyl] disodium salt) 

■fim : 

et-1 ^mmi^T^zthMMmmmw (lncep C4-2) , mMmmm (mcf-7, 

ZR-75-1) fci2&m^T.*>pSm'V&Z>tf. Mtt)fei^#lbT, Nelson 
t><Djjm (Urology, I5 3t 1063-1069, 1 9 9 9^) (C^P 
DT$ftm^©i*^tWTI> e i^TtSo bh^lfi* WI 

SH «CET- l^lS^^^-^AbfclfflJ^OMW^f^b, J#g£b 
4 - 6 - H V ©TJK^*-r § (2X106 ,«/ 0 . 1 

mL) o fh^Sfe^veh i c 1 e F^.X©&Tfcg:#U 

*i^'J >MTS^L7tf^ X^/— ;i/ (7 0- 1 0 0%) £J£^TJS&7.k (12 

am) mz, *z/u>*v%&m&?f^ *^)\s*$2vv-Y\z%mtz> 0 z\ti<o 
(DmmtyK&ftf&v. ^m¥r<Dmm%&vy m^x^ml, iwtti 

#£fcW#MH<D§T£#£#^> h U vehicl emzttt%mnm%:W- 



1. 

(1) {b-grtil 1 omg 

(2) ^ h-X 9 Omg 

(3) «^ir;i/D-X 7 Omg 

(4) Xr7U>f?^^A 1 Omg 

l#:/1r;i/ 1 8 Omg 
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(l) , (2) t (3) StX* (4) ©i/2£^fnLfcm, mW£?%>o z\n\z 

mv® (4) ^iu^x±^^^>^y a ±juzmxT^o 

2. mi 

(1) it&mi 1 Omg 

5 (2) ^ | — x 3 5mg 

(3) n->X^-^ 15 Omg 

(4) 18gKfa-fe;UD— X 3 Omg 

(5) XfT'J^V^S/^A 5mg 

li£ 2 3 Omg 
10 (1) , (2) > (3) , (4) ©2/3 mS (5) ©l/2^fP^ m^tft 

T§ 0 ^do (4) w (5) &z<Dmmzm&T$m\z-m)Efm'?2>o 

3. attso 

(1) K&m\ 1 Omg 

(2) -f /5^y h 1 0 Omg 
15 (3) *0*?)V7)VU— )V 2 Omg 

1 7>7°)V 1 3 Omg 

(i) , (2) , (3) *^i2mifc^j;5i:, m^mMwnzm^v, T 

4. mtm 

20 IM: imWfclb^lll§5mg, 1 Omg, 2 5mg, 5 0mgXtt 

SJj£:(D (5mg) 

it&m i 1 2 2 . 5 g §aitffi7K 4 9l # s 
25 ^M^T®^m^a^b^e>, #snfe*«£2mir^/vrT 
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D (1 Omg) 

®kmm\zfc&® i 245 gxxfmtm* 4 9 l mtm 

D (2 5mg) 

(Dtmmwt&m 1 612.5 g&^itffi* 49lw, a 

D (5 Omg) 

(D t iwitit^^ 1 1 9 0 g yam^m* 7.6L», mt 

) (1 0 Omg) 

(Dtmmzfc&m 1 3 6 1 g-Rxfrntm* 7.22LW, a 
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5 . mm®m-t)miLmm*v & zm^m i & v ^ l 3 sb«©^j 0 

6 . ittiiMT^SW 1 & L 3 f2m©^Jo 

7. x>HirU>fein:^ffl^#i-§g|^^Htt^«^ [i] 



-A — X — Y — B — C — E— 

ttt-a-75ytm B«D-X«L-4"l4-a-T5 7m^S> C«L-a-T^ 
8 . X^5£ : 

G 

I 

C=0 

I 

ChL 

I 2 

— NHCHCO — 
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5 T^n>, ^DUX D< J/>XK b 'J y h 7 r >IS ; A^D-^;^ 5 >t, 

D-77/t7^>S, D-yXrOl, D-t}^>X7M >m> D-/3- (5-5=- 
h^yj;V) T^->X«D-2-T^y-4- (5-xb9\/U;W HiK^S;B 

;!,y^->, i-t7W7->, 2-±^^;i/T^^>, 2-^x-;vt^— 
D'JX Tif^> ? >-2-7j;^>m, tf^u^>-2-*;i/#>^, i-7$;y 

^D7°nA°>-l-*M>t, l-75/y^D77>l-M^ 1-75 
y -yZ u^>$ >- 1 -#;i^>m, 1-757 ->^7 n^\^>- 1 -^;i/^>mR 

x$ i -r 5 y ^ n ^\ ^ >_ i >^ £ & § 6 a«ns d -x « l - 

15 C^ a -75 7 1 _ 6 7J^Mt^ntl§ 

nT^T%J;^L-n-^>>\ L-;j|/D<y>XKL-hU7>77>iS ; R 
^E^D-hUy°h^T>, D-5-^;i/hU7h77X D-7i-^77^X 
D-fny>, D-l-±^5 : -;i/T^X>, D-2-^-7^;i/T^X>, D-3-^> 

9. Xi!i^ij7>7 7X- L- (^-4-7i^fc^7^>75 F) 77/^7=? 
L- C/3-4- (2-7 h^-yyx.-Jl) t!<7y>75 HD 77A°7^>E 

l-n ( 6 )-7 ^ -;i^T-iz^;i/^-;i/x^>, l- (n 4 - c-r > H-;h3- r;w t 
-fe^y) l- (4-^>> ? ;i/^^-» 7p'J>> l- (n 5 -^>^ 
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)V) ?*)i?^>x\zl- (n(<5)- c-r>F-;i/-3—r;w x^;w tx/^^> 

X«L- hVy'hyy >mm ; RtfE^D- h'J7>77 >HST$>£fflf sfcig! 7 W3 



10. x> Fir U >3&#tffrB ^tt§l«^7°^ 

Cyc 1 o C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-] 

Asp(Rl)«TXA°^^>m)3-4-^a:X;Hf^^^>T5 F3«£, 
Thg(2) « 2 -fX-J^'J x>£iS£^T= ] FXte^-© 



1 5 ^si zmt? § fcfe ©x > f -fe u <s^-r sst^x^ Ftt^tix^ 

13. x> F-k u >%smm ^mt^it^mx^com^h < ^07*0 f ^ «/ 
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